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.-.rinrt established by this International Preliminary Examining 

This REPORT consists of a totai of 8 sheets, including this cover sheet 
TKte mnnrt is also accompanled by ANNEXES, comprising: 



This report contains indications relating to the following items: 
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IS Box No. m 
H Box No. IV 
El Box No. V 

□ Box No. VI 

□ BoxNo.VU 

□ Box No. VIII 



Basis of the opinion 

n*,^ o. opWon „»h ~ve«,. uwen*e M-Wa, app«cb«». 

Certain documents cited 
Certain defects In the international appFication 
Certain obsen/ations on the international application 
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INTERNATIONAL PRELIMINARY REPORT International application No. 

ON PATENTABILITY PCTyEP2004y009055 



Box No. I Basis of the report 

1 . With regard to the language, this report is based on the international application in the language in which it was 
filed, unless otherwise indicated under this Item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1 (b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 andA>r 55.3) 

2. With regard to the elements* of the intemational application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 

1 -25 as originally filed 

Clafms, Numbers 

1 -23 as originally filed 

M a sequence listing andA>r any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4. □ This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If Item 4 applies, some or all of these sheets may be marked "superseded. " 
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□ the entire international application, 

la claims Nos. 13,20-23 (all completely).14-19 (all partially) 
because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not Siuire ^ InternatiSnal preliminary examination (specify). 

□ thedescript.on.c,aimsordrawlngs™^^^^^^ 
that no meaningful opinion could be formed (specrfy). 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinior. 
could be formed. 

a no .n,am.«o«, sea^h report ha, been es«b,te.»d tor «« eald c.a,n« Nos. 13^23 (e« «,mp,e»^),1 4-1 9 

(all partially) 

D *e nuoleo«de andfer amino acW sequenoe «s«na*es no. cornpt, w»h «,e s^nderd provided for in Annex 

C of tfie Administrative Instructions in that: 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



the written form 



the computer readable forni 



□ See separate sheet for further details 
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R»v Mo. IV Lack of unity of invention 



1 . El In response to the invitation to restrict or pay additional fees, the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

la neither restricted nor paid additional fees. 

3 TOs Au^o* considers ma, req*™n. of u,«, a. i.^n«on U, acco,^ wSh Rules 13.1 . 13^ and 13.3 

is 

□ complied with. 

la not complied with for the following reasons: 
see separate siieet 

4. Conse,.sn«,, «s report has been esU«shed »„espe« o, *e fa«o«.ng part, o. *e .«ema«onal app.loa.on: 

□ all parts. 

a the parts relating to claims Nos. 1-12 (ail completely).14-19 (all partially). 



- BOX NO V Reasoned statement under Artic le 35(2) with^g to novelty, inventive stepoMndi^ 
!n»iiSb!iitv; ctSion^ and explanation ^ ...nnortma such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



2. Citations and explanations (Rule 70.7): 
see separate sheet 



Yes: 


Claims 


No: 


Claims 


Yes: 


Claims 


No: 


Claims 


Yes: 


Claims 


No: 


Claims 



1-12 (all completely),14-19 (all partially) 



1-12 (all completely).14-19 (all partially) 



<D 
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Supplemental Box relating to Sequence Listing 
Continuation of Box I, item 2: 
1 With reaard to any nucleotide anctor amino acid sequence disclosed In the inteniationa! application and 
■ rj?e2SJ to thTcS invention, this report has been established on the basis of: 

a. type of material: 

la a sequence listing 

□ table(s) related to the sequence listing 
b- format of material: 

M in written format 

S in computer readable form 
c. time of filing/fumishing: 

□ contained in the international application as filed 

□ filed together with the intematlonal application in computer readable form 

H furnished subsequently to this Authority for the purposes of search andfer examination 

la received by this Authority as an amendment on 

as appropriate, were fumished. 
3. Additional observations, if necessary: 
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Re Item IV. 

Lack of unity of Invention 

The separate inventions/groups of inventions are: 

1-12 (all completely),14-19 (all partially) 

A process to release a recombinant polypeptide of interest from the periplasm of tlie host 
cells by applying an osmotic shock directly on the host cells in the fennentation medium. 

13,20-23 (all completely), 14-1 9 (all partially) 

A process for the purification of a recombinant interferon alpha 2 from a crude preparation 
of interferon alpha 2 by applying a specific sequence of several chromatographic steps as 
defined in claim 13 (i) to (v). 

They are not so linked as to form a single general inventive concept (Rule 13.1 PCT) for 
the following reasons: 

The subject matter of independant claim 1 is a process to release a recombinant 
polypeptide of interest from the periplasm of the host cells by applying an osmotic shock 
directly on the host cells in the femientation medium. The problem to be solved is the 
provision of a simplified method to extract polypeptides from the periplasm of femnented 
procaryotes. 

The subject matter of independant claim 13 is a process for the purification of a 
recombinant interferon alpha 2 from a crude preparation of interferon alpha 2 by applying a 
specific sequence of several chromatographic steps as defined in claim 13 (i) to (v). The 
problem to be solved is the provision of a simplified method to purify interferon alpha 2. 
The present set of claims solves two different, independant technical problems, which 
were known in the prior art. No technical relationship can be identified between the 
solutions to both problems, i.e. both solutions can be used independently from each other, 
their functioning does not depend on each other. Two different solutions to two different, 
known problems were put In a row. Additionally, independant claims 1 and 13 do not 
share a common matter. Therefore, they form different inventions. 

As a consequence, the ISA is of the opinion that there is no single inventive concept 
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underlying the plurality of claimed inventions of the present application in the sense of rule 
13.1 PCT. Consequently there is lack of unity and the different inventions, which are 
directed to the two above-mentioned technical problems, not belonging to a common 
inventive concept, are fonmulated as the different subjects on the communication pursuant 
to Art. 17(3)(a) PCT. 



Be Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Reference Is made to the following document: 

D1 : HART R A ET AL.: BIOTECHNOLOGY, NATURE PUBLISHING CO. NEW YORK, 
US, vol. 12, November 1994 (1994-1 1), pages 1113-1117, ISSN: 0733-222X 



1 Novelty (Art. 33(2) PCT) 

The subject matter of claims 1 to 12 and 14 to 19 (as far as applicable) is a process to 
release a recombinant polypeptide of interest from the periplasm of the host cells by 
applying an osmotic shock directly on the host cells in the fermentation medium. Such a 
method has not been disclosed In the prior art. Therefore, the subject matter of claims 1 to 
12 and 14 to 19 (as fares applicable) are novel under Art. 33(2) PCT. 



2 Inventive Step (Art. 33(3) PCT) 

D1 is the closest prior art and discloses the release of periplasmic IGF-I into the 
femientatfon medium using chaotrope and reductant (urea, DTT, each! + NaOH, see 
abstract), from which the subject matter of the present application differs in that the 
release of the periplasmic protein Is achieved by an osmotic shock. No technical effect can 
be seen that is caused by said difference. The problem to be solved is the provision of an 
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alternative method to release the periplasmic protein of interest into the fermentation 

N^'iTcan be identified in the prior art to apply an osmotic shock directly on cells in the 
fermentation broth. All osmotic shocks in the prior art were applied on han^ested cell which 
were separated from the fermentation broth. The solution of the present application has 
the advantage that said han/esting step is not necessary and the whole procedure is 
simplified. Therefore, the present application involves an inventive step under Art. 33(3) 
PCT. 



4 Industrial Application (Art. 33(4) PCT) 

The present claims fulfill the requirement of industrial applicability (Art. 33(4) PCT). 



5 Clarity (Art. 6 PCT) 

Claims 1 2 14 and 15 attempt to define the subject matter in ternis of the result to be 
achieved which merely amounts to a statement of the underlying problem. The technical 
features necessary for achieving this result should be added (Guidelines 5.35). 
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